








PROTOCOL SYNOPSIS: 

Safety

Efficacy

Efficacy

Biologic activity





IPI Alone Group: After treatment,
observe for disease progression.
If disease progresses, subjects go
off study but will continue to be
followed for survival status.



Nivolumab Alone Group: Continue
treatment Q2 weeks until disease
progression or significant toxicity.
Evaluate disease every 3 months.
If disease progresses, subjects go
off study but will continue to be
followed for survival status.



Pembrolizumab Alone Group: Continue
treatment until disease progression or
significant toxicity. Evaluate disease
every 3 months. If disease progresses,

subjects go off study but will continue to
be followed for survival status.











1.1 Objectives 

2.1 (1,3)Galactosyltransferase gene therapy and the hyperacute rejection response. 

Hyperacute rejection of non-human xenografts 

Mus musculus



Other potentially important effects on the immune system

In humans, implanted murine retroviral vector producer cells (VPC’s) are another type of 
gal-positive xenograft

in vivo

Transplantation
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J Biol Chem

J Biol Chem

Proc Natl Acad Sci U S A

Immunol. Today

Immunol. Today
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Science.

Cancer Gene Therapy

Anticancer Res

2.2 Pre-Clinical Experience of Dorgenmeltucel-L

in vivo

2.3 Clinical Experience of Dorgenmeltucel-L (HyperAcute Melanoma) 



et al

2.4 Ipilimumab (anti-CTLA-4 antibody)



2.5 PD-1 Checkpoint Inhibitors (Nivolumab and Pembrolizumab) 



2.6 Rationale for Combining Checkpoint Inhibitors with Dorgenmeltucel-L 

3.1 Eligibility criteria 

o

o

o

contraception or 
avoidance of pregnancy measures



Active

o
in situ

o

active

3.2 Eligibility and On-Study Tests



or

or

4.1 Registration and Randomization



4.2 Study Implementation

4.3 Supportive Care



4.4 Duration of Therapy

4.5 Off-Study Therapy Criteria

4.6 Post-Treatment Evaluation/Monitoring

de novo



5.1 Dorgenmeltucel-L Immunotherapy 





5.2 Ipilimumab (Yervoy®) – Information from package insert

Specific Populations: 



Renal Impairment: 

Hepatic Impairment: 



5.3 Nivolumab (Opdivo) 

Specific Populations

Renal Impairment

Hepatic Impairment



5.4 Pembrolizumab (Keytruda) 

Specific Populations

Renal Impairment



.

Hepatic Impairment

6.1 Dosing Delays 



6.2 Dorgenmeltucel-L (HyperAcute-Melanoma) Dose Modifications 

6.3 Ipilimumab Dose Modifications 

o



o

o
o

o
o

o

6.4 Nivolumab Dosing Modifications 

6.5 Pembrolizumab Dosing Modifications 



6.6 Treatment of Checkpoint Inhibitor Related Infusion Reaction 



Parameters measured at baseline to evaluate subject’s general immunological status 

7.2 Immunological monitoring during treatment and follow-up 





Clin Cancer Res 

Immunotherapy

Cancer

Cancer Immun 

J Immunother 

J Immunother 



Pre Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Mo Mo Mo Mo Mo Mo Mo Mo Mo Mo
Study 1 2 3 4 5 6 7 8 9 10 11 12 13 14 16 18 20 22 24 7 8 9 10 11 12 15 18 21 24
DAY 1 8 15 22 29 36 43 50 57 64 71 78 85 92 106 120 134 148 162

HAM Injections A A A A A A A A A A A A A A A A A A A A A A A A
Ipilimumab X X X X
Informed consent X
Demographics X
Medical history X
Concurrent meds X
Physical exam X X X X X X X X X
Vital signs X X X X X X X X X X X X X X X X X X X X X X X X X X X X
Height X
Weight X X X X X X X X X X X X X X X X X X X X
Performance status X X X X X X X X X X X X X X X X X X X X
CBC w/diff, plts X X X X X X X X X X X X X X X X X X X X
Serum chemistry
(with LDH) B B B B B B B B B B B B B B B B B B B

b HCG C
TSH and Free T4 X X X X X
IgG, IgM, IgE E E E E E E
RCR F
Blood for Immune
Assays (T cells) H H H H H H H H H

Blood for anti tumor
Ab I I I I I I I I I I I I I I I I I I I

Optional Tumor
Biopsy J J J

Radiologic Tumor
(RECIST/iRRC)
evaluation

X X X X X X X X X X

AE/SAE Evaluation

Complete per SOC

Evaluate throughout Study and Follow Up Per Protocol

EVALUATIONS
1ST
FUV
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Study 1 2 3 4 5 6 7 8 9 10 11 12 13 14 16 18 20 22 24 7 8 9 10 11 12 15 18 21 24
DAY 1 8 15 22 29 36 43 50 57 64 71 78 85 92 106 120 134 148 162

HAM Injections A A A A A A A A A A A A A A A A A A A A A A A A
Nivolumab X X X X X X X X X X X
Informed consent X
Demographics X
Medical history X
Concurrent meds X
Physical exam X X X X X X X X
Vital signs X X X X X X X X X X X X X X X X
Height X
Weight X X X X X X X X X X X X X X X X X X X
Performance status X X X X X X X X X X X X X X
CBC w/diff, plts X X X X X X X X X X X X X X
Serum chemistry
(with LDH) B B B B B B B B B B B B B B B B B B B B B B B

b HCG C
TSH and Free T4 X X X X X X X
IgG, IgM, IgE E E E E E E
RCR F
Blood for Immune
Assays (T cells) H H H H H H H H H

Blood for anti tumor
Ab I I I I I I I I I I I I I I I I I I I

Optional Tumor
Biopsy J J J

Radiologic Tumor
(RECIST/iRRC)
evaluation

X X X X X X X X X X

AE/SAE Evaluation

EVALUATIONS

Complete per SOC

Evaluate throughout Study and Follow Up Per Protocol

Continue every 2 weeks with Nivolumab

Continue every 2 weeks with Nivolumab

Continue every 2 weeks with Nivolumab
Continue every 2 weeks with Nivolumab

Obtain at least monthly with Nivolumab

X X

1ST
FUV





Pre Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Mo Mo Mo Mo Mo Mo Mo Mo Mo Mo
Study 1 2 3 4 5 6 7 8 9 10 11 12 13 14 16 18 20 22 24 7 8 9 10 11 12 15 18 21 24
DAY 1 8 15 22 29 36 43 50 57 64 71 78 85 92 106 120 134 148 162

HAM Injections A A A A A A A A A A A A A A A A A A A A A A A A
Pembrolizamub X X X X
Informed consent X
Demographics X
Medical history X
Concurrent meds X
Physical exam X X X X X X X X X
Vital signs X X X X X X X X X X X X X X X X X X X X X X X X X X X X
Height X
Weight X X X X X X X X X X X X X X X X X X X X
Performance status X X X X X X X X X X X X X X X X X X X X
CBC w/diff, plts X X X X X X X X X X X X X X X X X X X X
Serum chemistry
(with LDH) B B B B B B B B B B B B B B B B B B B

b HCG C
TSH and Free T4 X X X X X X X
IgG, IgM, IgE E E E E E
RCR F
Blood for Immune
Assays (T cells) H H H H H H H H H

Blood for anti tumor
Ab I I I I I I I I I I I I I I I I I I I

Optional Tumor
Biopsy J J J

Radiologic Tumor
(RECIST/iRRC)
evaluation

X X X X X X X X X X

AE/SAE Evaluation

EVALUATIONS

Complete per SOC

Evaluate throughout Study and Follow Up Per Protocol

Continue Pembrolizamub every 3 weeks

Obtain at least monthly during Pembrolizamub

X X

1ST
FUV





9.1 Antitumor Effect – Solid Tumors

Eur J Ca



e.g.
e.g.

e.g.



JNCI J Clin 
Oncol J Clin Oncol

JNCI

e.g.





unequivocal
progression Unequivocal progression



symptomatic
deterioration.”





10.1 Subject Data

10.2 CTCAE

10.3 Notifications

Investigator
Alerts

10.4 Definitions for Reporting Purposes



adverse event

Related

serious adverse event

10.5 Reporting Form and Content

10.6 Reporting Requirements for Serious Adverse Events (21 CFR Part 312) 



o

not



11.1 Rationale for Subject Selection



11.2 Participation of Children

11.3 Evaluation of Benefits and Risks

ex vivo



ex vivo

11.4 Consent Processes and Documents

11.5 Recruitment Strategy

11.6 Patient Confidentiality

12.1 Sample Size



et al.

12.2 Blinding and Randomization 

12.3 Statistical Methodology





13.1 Regulatory Compliance/Good Clinical Practices



13.2 Regulatory Documentation

13.3 Institutional Review Board (IRB)

13.4 Informed Consent

13.5 Administrative Requirements







14.1 APPENDIX A:  AJCC Staging of Melanoma



without



14.2 APPENDIX B:  ECOG Performance Status Criteria.†

Am J 
Clin Oncol


